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Hyperthermic Intraperitoneal Chemotherapy Combined
with Radical Resection and Intravenous Chemotherapy

for Stage Il or Il Colorectal Cancer: A Meta-analysis

BI Chun-lu', JIANG Qing-yun*, CAI Qin'

(1. First Clinical Medical College,Guangzhou University of Traditional Chinese Medicine,
Guangzhou 510000, China;2. Second Clinical Medical College,Guangzhou University of Tradi-
tional Chinese Medicine , Guangzhou 510000, China)

Abstract: [ Purpose ] To evaluate the clinical efficacy of hyperthermic intraperitoneal chemotherapy
(HIPEC) combined with radical resection and intravenous chemotherapy (CHC)in treatment of stage
Il or Il colorectal cancer. [Methods] The databases CBM,CNKI, Wan Fang Data, PubMed , EM-
base and the Cochrane Library from inception to February 2017 were searched for randomized con-
trolled trials(RCTs) of HIPEC combined with radical resection and intravenous chemotherapy (CHC)
versus radical resection with chemotherapy(CC) in treatment of stage I or Il colorectal cancer.
The 1-,2-,3-,5-year overall survival (OS) rate and the local recurrence rate of 2 years were ana-

lyzed. Meta-analysis was performed with Rev Man 5.3 software. [Results] Eleven RCTs involving
933 patients with stage I or Il colorectal cancer were included. The 2-,3- and 5-year survival
rates of CHC group were significantly higher than those of CC group: 2-year survival rate(OR=3.06,
95%Cl:1.54~6.11,P=0.001);3-year survival rate(OR=2.60,95%CI:1.76~3.83, P<0.00001) ; 4-year
survival rate (OR=2.60,95%Cl:1.76~3.83,P<0.00001 )and 5-year survival rate(OR=2.37, 95%ClI :
1.38~4.07, P=0.002). However,there was no significant difference between the two groups in 1-year
survival rate (OR=1.51,95%Cl1.:0.56~4.07,P=0.42). The local recurrence rate of 2 years in CHC
group was lower than that in CC group(OR=0.20,95%CI1.0.08~0.47,P=0.0002). [ Conclusion] Com-
pared to the radical resection with chemotherapy ,hyperthermal intraperitoneal chemotherapy com-

bined with radical resection and intravenous chemotherapy can improve the survival of patients
with stage II or Il colorectal cancer and reduce the local recurrence.

Key words:colorectal neoplasms;hyperthermic intraperitoneal chemotherapy;general chemotherapy;
efficacy ; Meta-analysis
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Table 1 The basic characteristics of the document included

Studies Number Time Object 'II(‘)}:; CC Group CHC Group Results
Zheng 7S(2014)™ 90 2004~2008 I or Il Stage 0/90 n=45 n=45 3-year recurrence rate,
Colorectal cancer FLOX FLOX transfer rate, survival
rate ;side effect
Xiong 1,(2007)1™! 40  2001~2002 1II or Il Stage 0/40 n=16 n=24 2-year recurrence rate,
Colorectal cancer Calcium Cisplatin survival rate,
leucovorin+ complication,side effect
Fluorouracil
Guan XD(2009)! 89  2002~2004 I or Il Stage 8/89 n=45 n=44 Survival rate,KPS,
Colorectal cancer FOLFOX6 Fluorouracil+  complication,side effect
Cisplatin
Tian XH(2015)"" 91 2011~2012 1I'b,Ila,llb Stage  0/91 n=43 n=48 2-year recurrence rate,
Colorectal cancer Oxaliplatin, 5- Fluorouracil survival rate,
FU, Calcium complication,side effect
leucovorin
Zhang WX(2016)" 28 2012~2013 I or Il Stage 0/28 n=14 n=14 2-year recurrence rate,
Colorectal cancer mFOLFox6 Fluorouracil complication,side effect
Cao JL(2010)" 50 2000~2003 T, (Il or Il) Stage  0/50 n=24 n=26 Abdominal recurrence
Colorectal cancer HDIF Cisplatin+ rate,hepatic metastasis
interferon+ rate,survival rate
Letinous edodes
polysaccharid
Hong JF(2016)" 97 2010~2011 a,IIb Stage 0/97 n=48 n=49 Recurrence rate,survival
Colorectal cancer Paclitaxel, Fluorouracil rate,side effect
Cisplatin,
Tegafur
Zhong YB(2015)*® 120 2012~2014 II or Il Stage 0/120 n=60 n=60 2-year recurrence rate,
Colorectal cancer mFOLFOX6 Fluorouracil survival rate,
complication,side effect
Han JJ(2016)*" 90 2010~2015 I or Il Stage 29/90 n=45 n=45 2-year recurrence rate,
Colorectal cancer FOLFOX6 Cisplatin survival rate,side effect
tumor markers , quality of
life,side effect
Tian XH(2015)* 140 2010~2013 I or Il Stage 0/140 n=70 n=70 2-year recurrence rate,
Colorectal cancer FOLFOX6 Fluorouracil survival rate,
complication,side effect
Cheng GH(2015)*! 94 2012~2014 I or Il Stage 0/94 n=47 n=47 3-year recurrence rate,
Colorectal cancer Calcium Cisplatin survival rate,side effect

leucovorin, 5-FU

988

%@ A 2017 % % 26 A% 12 8 China Cancer,2017,Vol.26,No.12



Relevant literature obtained from Make up by other resources
database retrieval(n=342) (n=0)

| |
1

‘ Literature after picking(n=274) ‘

Subjects excluded from the
inconsistent study,non-RCT,

animal experiments,etc

(n=211)

Initial screening after reading
the title and abstract(n=26)

Exclude artical with
interventions(n=1) ,non-RCT(n=1)

Screening again after
Reading the full text
(n=11)

inconsistent objects(n=12),
lack of main index(n=1)

l

Qualified with risk

assessment(n=11)

|

Final literature

Figure 1 Literature screening flow diagram
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1.38~4.07,P=0.002) ;1
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Table 2 Literature quality evaluation

Studi Distribution ~ Selection ~ Performance Detection  Attrition Reporting ~ Other S Qualit
uaies bias bias bias bias bias bias bias cores uatty
Zheng 7S(2014)" 1 1 2 2 2 2 2 12 High
Xiong L(2007)™! 1 1 2 2 2 2 2 12 High
Guan XD(2009)" 2 1 2 2 1 2 2 12 High
Tian XH(2015)" 1 1 2 2 2 2 5) 12 High
Zhang WX(2016)"®! 2 1 2 2 2 2 2 13 High
Cao JL2010)" 2 1 2 2 2 2 2 13 High
Hong JF(2016)™ 2 1 2 2 2 2 7 13 High
Zhong YB(2015)™) 2 1 2 2 2 2 2 13 High
Han JJ(2016)>" 2 1 2 2 2 2 2 13 High
Tian XH(2015)* 2 1 2 2 2 2 2 13 High
Cheng GH(2015)% 1 1 2 2 7 7 ) 12 High
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(95%CI1 4 0.56~4.07,P=0.42) (Figure 3~6)
232 2FBIALKFE
CHC 1 2 ¥ &2 &R T CC 4 ,0R N

0.20(95%CI:0.08~0.47 , P=0.0002) (Figure 7).
PG T A U E2 H8 b 1) 5 5 MR K 58, P>0.05, P=
0% , #2782 AWF 5 0] B KA Ta) b . 4% U =0 1A

Experimental Control Odds Ratio Odds Ratio

Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed,95%CI

Cao JL.,2010 24 26 22 24 274%  1.09[0.14,8.42]

Guan XD,2009 40 41 38 40 14.6%  2.11[0.18,24.18]

Hong JF,2016 46 49 45 48 4339%  1.02[0.20,5.33] —

Zong YB,2015 59 60 57 60 14.8% 3.11[0.31,30.73]

Total(95%ClI) 176 172 100.0%  1.51[0.56,4.07]

Total events 169 162 ) ) . .
Heterogeneity : Chi’=0.76 , df=3(P=0.86) ; ’=0% 0.01 01 1 10 100

exh o vl alieale IS0 Favours[control] Favours[experimental|

Figure 3 The 1-year survival rate of two groups

Experimental Control Odds Ratio Odds Ratio
Study or subgroup Events Total Events Total Weight M-H.Fixed.95%CI M-H.Fixed.95%CL
Tian XH,2015 69 70 60 70  8.6% 11.50[1.43,92.47]
Tian XH,2015a 47 48 39 43 8.6% 4.82[0.52,44.92]
Xiong L,2007 21 24 12 16 18.0% 2.33[0.45,12.23] T
Zhang WX,2016 13 14 11 14 7.8% 3.55[0.32,39.14]
Zong YB,2015 53 60 49 60 57.1%  1.70[0.61.4.73] B
Total(95%CI) 216 203 100.0%  3.06[1.54,6.11] -
Total events 203 171
Heterogeneity : Chi’=3.09 , df=4(P=0.54) ; ’=0% = ) 0= ) 1 1 . T 0:

Test for overall effect:Z=3.18(P=0.001)

Favours|control] Favours[experimental]

Figure 4 The 2-year survival rate of two groups

Experimental Control Odds Ratio Odds Ratio
Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed,95%CI
Cao JL.,2010 18 26 12 24 12.0%  2.25[0.71,7.14] T
Cheng GH,2015 16 47 9 47 18.5%  2.18[0.85,5.60] T
Guan XD,2009 30 41 26 40 22.0% @ 1.47[0.57,3.73] -
Han JJ,2016 25 34 13 27 11.9%  2.99[1.02,8.74] -
Hong JF,2016 41 49 24 48 12.3% 5.13[1.99,13.13] -
Xiong 1.,2007 19 24 10 16 7.8%  2.28[0.56,9.33] -1
Zheng 75,2014 37 45 28 45 15.5%  2.81[1.06,7.43] -
Total(95%CI) 266 247 100.0%  2.60[1.76,3.83] <>
Total events 186 122 ) ) ) )
Heterogeneity : Chi’=3.69 ,df=6(P=0.72) ; F=0% (') o1 0 '1 1 1'0 1(')0

Test for overall effect:Z=0.83(P<0.00001)

Favours[control| Favours[experimental]

Figure 5 The 3-year survival rate of two groups

Experimental Control 0Odds Ratio Odds Ratio
Study or subgroup Events Total Events Total Weight M-H.Fixed.95%CI M-H.Fixed,95%CI
Cao JL,2010 10 26 5 24 18.6% 2.38[0.67.8.40] S
Guan XD,2009 21 41 17 40 48.9% 1.42[0.59,3.41] B L
Hong JF,2016 31 49 15 48 324% 3.79[1.63,8.80] e
Total(95%CI) 116 112 100.0%  2.37[1.38,4.07] -
Total events 62 37
Heterogeneity : Chi’=2.50 , df=2(P=0.29) ; P=20% f f f !
0.01 0.1 1 10 100

Test for overall effect:Z=3.12(P=0.002)

Favours[control| Favours[experimental|

Figure 6 The 5-year survival rate of two groups
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Experimental Control Odds Ratio Odds Ratio

Study or subgroup  Events Total Events Total Weight M-H,Fixed,95%CI M-H,Fixed.95%Cl

Tian XH,2015 170 8 70 28.1%  0.11[0.01,0.92] -

Tian XH,2015a 2 48 6 43 21.6% 0270.05141] — T

Zhang WX,2016 1 14 7 14 232%  0.08[0.01,0.76] * "

Zong YB,2015 360 8 60 27.1%  0.34[0.09,1.36] I

Total(95%CI) 192 187 100.0%  0.20[0.08,0.47] -

To,t 311 efém,? :Chi’=1.66 7df:3(P=0.65)-Fi%% = = ; !

o lz%ii:zne};ect .7=3.68(P=0.0002) o Fa(v)(')t ] . Favuurs[ex;fﬁmemaﬁoo

Figure 7 The 2-year local recurrence rate of two groups
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